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lAP20R^'dFro?TO 17 FEB 2006, 

m m m 

[0001] :^^mn. Tmm(DmB.mm^j:ifi^mm(Dh^^mm^icisn?>^:^y<^m<Dm 

[0002] PKC iz^uT^i^^'^—'^c) yrVJ—\t. Ca-^y^:^. T^mM. mw^m. 

-rv^;5o PKC:7t^!;— fi, |^^fiK^^^^(D^V^{;^il9, il^M (Conventionalt>b< 
Classical) tfSxM^ (Novel) (Atypical) (DZmM(D'7rV^—\Z.^m^f\^ 

[0003] PKC^T^y— <^ia-efe5PKC 0 Ca-l'::^->'#^fe#^OgfmM(CjR-t-5PKC 
■tffe^o PKC 0 (Dm^tL-XmWZ.fj:^X\^^^W(Dl^lZ, TmS^<Dm^it7!)^:h 
So TjNflJia-Cfm<^PKC^)5l^b-CV^5^S^ PKClg-eTJtoJ}a{c:^#bTV^5(Z){iPK 
C 0 (Z)^i:#X.btl/TV^5o 

[0004] ^M^^I|^bytTJNBj}a«. mMm^X^?>IL-2 {^l^'^—xi^^:^2) Wb. IL- 

m7!>mrir^mK.i^. TL-2m.m^<D/^y^T^h-^^::^x\t. 
^mmm^. ^jfiLt^«ifiL<D^^36s^b^xrv>5(^jx.f^. f^mm:scm.2)„ 

[0006] #^4#fF:S:ii^l : Christopher W. A. et al. , (2002) Current Opinion i 
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n Immiinology 12:323-330 

##fF:SCi^2 : Horak I. , (1995) Clinical Immunology and Immunopat 
hology Sep; 76(3 Pt 2): SI 72-3 

[0007] Tmm-^iL-2fj:ti^±i!^<D^m&}mm±. m^^&mmi^m^xmibxMmti: 

[0008] m:)7. Tmm-^lh-2fj:t^(Di^hib^(DmWi^m^^B<D^m^i^^. ^<Dtzib<Dm 

m<Dmm^hti'oxi-i.Tms^Mi^-2izm^(D:h^^mm^^mmir:s>^t7!)^mm 
(Dm^^j:ti::m^<Dh^. ^>y<^nmKi^m(Dmmm. ns.i^mmmm(oi^m:^ 
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[0010] :^^m^hit. ±m<Dmim\z.m^. Tmm-^TL-2t<Dmmi!)^'f'm^Mm^i^^ 
xmmtiim^-vh^pi^c e . nf- k Bf£i:izmt^^m^i^<>\^^x(Dm^^minco 

[0011] [i]PKc e tKPNAit(Dns.i^m^mm-r^. i5^>'^-«^«o+asf^fflopm^jo 

C3]PKC d tKPNAlt7i^mKi^m'^m^^i^TX\ PKC 0 irKPNAl^i^M-fk'^ 
mt^^^'^i.ib. PKC 0 ^KPNAlt(Z)ti5:f^ffl:a5>^Cfc/6^;6=»^^^b. 

i^m^mmv±zt-d^^^tifcmmit^<^^m^i.xnhtifc. pkc e ^kpnai^; 

[4] tfrlBPKC 0 ;6S. fi^6<j;&y>'^'fk^te>Sr^i-^-^-— ^-^fcS. _hlEC3] {CiB« 

opawJo 

[5]KPNA1^NF- K B^;55;|:aSf^^ pr|g;^d:^{4:T-e. KPNAlirNF- k Bti^W 

^B2f^ffiSrPlWbfc^<b/&s^$tbfci^«'fb-a'<^^^^b-C#f>tb:^c.KPNAli:NF 

- K Bt<DmKf^m<DmwMo 

[6] PKC 0 i:KPNAli:555^gsf^^ RTlgJ'jt^ftT-e. PKC 0 irKPNAliri^M-fk-a* 
mt^^W'^Vib. PKC 0 tKPNAli:(D+B2f^ffl^S-^Cfcd^^/5^^1t^Ux 

i^m^mmvfc^t:^^^^tifcmm<\:.-^<^^mmmt\^xmm-r^. pkc 0 ^kpn 

[7]tfriEPKC 0 UK Ig^W'^^y^^^blStt^^i-'^'^— ^-efcs. _hlEC6] izmm 

[8]KPNAli:NF- K Btti^m:S:i^m'Sim^j:^i^TX. KPNAI^^NF- fc Bt^l^ 
'fb-a-^irSr^^-frbi?). KPNAltNF- KBt(D^S.i^m:^>±]:^fc^^^^^1i^l&U 

^j£i^m^mw\^tc:it7!)^^^ntcMmii:^!^^mmMt\^x^m-r^.KPNAit 
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[9]PKC e W^^Ptt. KPNAl#^i^^3|Sfi:^ti', PKC 0 <L:KPNAl^<D^B2f^ 
h*) . *&iEKPNAl#t|&f^;3(S|->$SKPNAlSr3~Ki-5JiKy5?:i'W:^^KSr^t?^:J'^— 

[10] iz.mm<Dm.m^\^^mir^^yK 

[12]KPNAl#Jji^|*)|Sf^, NF- K Bm^Hnt^t^. KPNAlirNF- k Bt(Dm 

[15] mM&<Dmm^^\'^x. kpnai^:nf- k Bt(D^Ki^m^m^^t'r^:i 
[0012] j^mn tcitvf^. pkc b . NF- K Btm^'r^m:s.^m(ommm. m»m(r>ii^ 

o 

[0013] [|gll]IgIl«PKC 0 tKPNAl;e>5«f^-T?i^-^bTVN;5^i:?r^i-|E|-e$>So 
[|g|2]|2l2fiPKC 0 \Z.i:JOKPl^Aim:ym.i\:^i^.tz.Z.t^^-rmX^^o 
[ia3]El3f*KPNAii:NF- k B(om^^:^''<^^Xih^v^o:SiX^TiQbf)mi^^xB 
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Molecular Cloning: A LABORATORY MANUAL, 03)K. Cold 
Spring Harbor Laboratory Press^ Cold Spring Harbor, New York 

(2001). mmm^ji^^^y-h^y^yi^mtkiEnhm. ^±i±. mmm^mm. 

1999m. i}'>^<^wmm<DmMmmmA. nts^mm. ¥±^t. mm. 19 
98m^>y<^wmmy-hmmmA. -^m^m. m±^. m2m. 1999^)/^^© 

[0015] amKi^mmmm 

^<^m^:s:i^m^mwir:6mwxm. pkc 0 ^KPNAi^cDi^sif^ffltDPW^ji: 

. KPNAiirNF- K Bt(DmKiPm(Dm.mM(D^jf^mi)^-^i^in^o 

[0016] (1-1) PKC 0 i:K.PNAlt(DmKi^mm.W^i 

:^m^(Dii^Ki^mmmm<D-Mmtt. pkc e tKFNAit<DmKi^m^mmir 

[0017] PKC 0 nTms^<Dmm\:.i^Bm^^^^m^xh^. iL-2^ttjjc<^:>^-efeSo * 
fciL-2ogitti{-fi, NF-KBf£if(Dm^m^i^x'oiL-2m^^<Dm^i)mm^fh 

Ote^ia^(Cj;SIL-2jt^^(7)ife^?Srf|^-rS<^;0*«^§^T'*>ofCovi::-CNF- 
feofco -;^KPNAl«. m^m^f3:if(Dmi^xmm'r^^:^y<^Kt:mmu 
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[0018] i.fzi^iox. PKc 0 tKPNAit(D^Kj^m^mM-i-^^Mns Tmis^(Dmms 

c e tKPNAit(DmKi^m^mm'r:6mmit. Tm^(Dmi±mm'^iL-2<Dm± 
iz:m^^m<D^&5i3^Uy^^rc}'if^mm(Dmtifm^mMtf£^o pkc e ^kpn 
A-iib^ummm^^\'^xmmmz.mm^m-r^mMi^o\^xh^::Lti^^\^^xi^^ 

[0019] >f5:?l^ffi<DPfi*^Jfi. PKC 0 tKPNAl^(D+iSf^ffi^|Ji.«i-5i^W'CfetV«J:< 

[0020] ^fs:?i^^<^|5i.W^J^LTJ:«9:Br#:e<j{c«, ^«J;t^^^ PKC 0 i:KPNAli:d5^B2f^ffi rT 
tM/j^^#T-e. PKC 0 i:KPNAlt{^«>fb'a'i^i:tr*#-frLi?). PKC 0 irKPNAl 

[0021] ( 1-2) KPNAl tNF- k B^<D+aSf^ffl PI.*^J 

:^mm(Dmmm<Dm(D—mmi-i. kpnai^nf- « Bi:<^+asf^ffi^iJa«i-st> 

[0022] ±iE(Dj:5i-KPNAif*, Tms^(Dmi±m^BW^^:^^m^xh^PKc e 
Ki^mu PKC0 {cxoxv>m^i:^ti^&nxi>?>^t7!)^^^m^'hi^xiomh:d^ 
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[0023] Vfcit^oXs KPNAl^NF- k Bi:(^^aSf^fflSrffiWrS*felM}^. IL-2©ig^^lr 

«]®J't--5^^tt;65;giji)-ti«v><^«-efe5o i-'Srt?-^. kpnai^nf-k Btoffia 

[0024] :*:?l^j^<7)|5i.#^J«:. KPNAl^NF- ic B<D+i2f^fflSr|5a*i--S*fe«^fc*L«J;< 

[0025] :^^m(DmmMtvxx'oMci^mia^. m^-i^. kpnai^nf- k Bitms.i^m'^ 

m^^i^TX. KPNAI^NF- k Btmmi^.'B-^t^^W'^l.^. PKC 0 tKPNA 
[0026] (2)ffi2f^ffiPfiW^J^ttJ;brjSfe 

■r5^'>'/•?^ff^iSf^ffiSrPfl^-r5<^®<D:glt^^5t><^)-c^!>9^ PKce i:KPNAi 
[0027] (2-1) PKC d tKPNAit(DmKi^m<Dmw^i=k^m'f-^:^m 
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[0028] :^mm<D~mmx'i-is pkc 0 tKPNAit7(>ms.i^m'^m^£^wrx\ pkc e 

tKPNAlti^m'{\:.^mt^^W-^Vib. PKC 0 tKPNAltO+B2f^ffl/5S^tfc 
i!»^ib>(DmM^n% PKC 0 i:KPNAli:/5S;fiSf^ffl;65-Brtg/j;^#?rtS:{t5C^f*. 

f^Et^ti. j;t)i9^*u<{*6. 5-8. 5imm^n^o :L(D^oKmm^in^mimmia-i 

[0030] PKC 0 . KPNAl<^ae^iB^J{i|!E{J:^^0^<D;5Sfei9. m^t^ift^^^ 

„ PKC 0 ^KP-NAi<Dm^ir(Dmnn. m^i-t. m^\y—i^^—^mi^mm^titz. 

-^^f^iSUcDNA9-^>^9y~;i>e>PCR}fe/i^*{Cj;«?ii#gi-S/cC^b-C#5^^dS-C# 
5o PKC 0 ^KPNAl^^fi"r5cDNA7-Y:/7y— «:rfilS<^^-^:/^y— :&^bA^ 

[0031] ;^^!i^5^{^*3v^-c(*. PKC 0 tvx. mn&i}ti:vi^m^tmi^^^'rh(Dtwmx 

. — r-v>5y>^^b«ttt«. yv^>^bS^£:^^S^-r^^^4<D::tS^v^5o PKC 0 tK 

PNAli<DtBSf^ffl<DPl*^J^;^tH-t-?);^i*t-*3V^Tfi. PKC 0 tKPNAlt(D 

mKi^m i^^ii.tc^iti'^PNAim^mit^nt^^ttx^xmmx^^bo utit^^x^ 
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[0032] mnm£V>m^tmi&%:^-r'3^^—'^tvxi^. m^\^ws,mm(Dmmm^9\z.^ 

/i-^5::^^i^^^o^JsK}c, 'H-*p*5j:t;?iS&^;ei^b^^5PJ:«9^{m 

o 

[0033] ^i48# i <DT^y^^S^T7=v^-e)^/V'iS'$>'^(;ig^^^-r5a;5^^^M<o#A 

[0034] PKC e ^fKPNAlt;dS+BSf^ffl"Brtfe>fe^{4^T-t?x PKC 9 i!lCPNAlt^M'fli'a'«P^ 
^^*#^*^„ -r^^e^^-^. PKC 0 i^KPNAl^i^M'fb'^i^^^^M$-a:2)o 

±IE(Dj;5li:p®ibfc?^#:^iE{^. PKC 0 . Y^^AX^ixmmW^-^m^m^ 
JPU-Oi>J:VNb. fesv^fi, PKC 0 iaitmPNAi^^m^iirfcjiilBliatc^lM'fb'^i^ 

[0035] ±IBOj;5{-+BSf^ffl{;i^i-5PWf^fflSr«I^U +B2f^ffl^Pfi*uyS:r:i;!)S^$ 
tv^cif^M^b-a^^^^ PKC 0 i:KPNAli:<^+@2{^fflO|5E^^Ji:bT#^o ffiSf^ffl 
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m(Dtcibia^^ m^/^w. m^mm. wc^i^mm. -^-;&-5t^^ncif 

[0037] (2-2) KPNAi^NF- « Bt(D^Kipm<Dm.mm^^mir^:i7m 

KPNAitNF-KBt(D^Ki¥m(DmMm^iikm'r^m^ia-i. ±fBPKc e *3j; 

XM.PNAl(Dm.^^t^-^i^M:tX. KPNAl^WF-K BSrffiV^i^^^J;V\ i-^^ib 
■tb. KPNAli!NF- K Bt:/()m:S.i^m'^mti:^i'¥rX\ KPNAI^NF- k B^m^t 
^mt^i^W'&Vib. KPNAl^NF-K Bt<Dtaaf^ffi;6S^Cfc;0^;5^^;^^U, 

Ki^m ^mwvtc^t7!>^^:^tifci^m^\:^m^m.mmtvxmm'r?>o -teosf^u ^ 

^#^^^:ov^r«:. JbfE(2-i)PKC 6 tKPNAlt<Dms.i¥m<Dm^M^^m-r 

[0038] {3m:s:i^mmmm^m^^yh 

'r^^:y^<i!^Mms.i^mmm-r?>mm<Dii^iii^^^^^yhx$>y}. pkc e tK 
PNAit<Dms:i^m<r>m^m^^m'r?>^iyht. KPNAiirNF- « Bt(DmKi^m 
(Dmrnm^^m-r^^^yhcD-mm^^^-^Mo pkc e , kpnai. nf- k b<d^ 
i^tmjf^mt\.xnmm^:y^<^M<Dm\^. ^tih(D^>^<^m^='-\'^-r^^v^i^ 
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[0039] (3-1) PKC 0 tKPi^Ait(Dm:s:i^m(DmMM^^iii-r?)^^yh 

t. KPNAimfi^mmt^m^?>o pkc e wj^t^JN-fi, m±t^. pkc 0 

/■«i5^S. PKC 0 ^=^—h'ir?>m^i^u:t'^\^fj:ifi!)^mifibti^o f*i^=¥2/h<O0*bV ^ 
-?1^Si:brfi. PKC 0 #^|&«^i:UTPKC 0 Sr=— Ki-5JKy^iJ'W:^^KSr§rtp 

[0040] ^m=3E^5/^f*^ :7'^;^5Kj'jj^^j?'i5'— ^n^-^-, J^^^ 

[0041] -<i?^— irb-Cfi. ■^JxLf^. ^Jli^*5l5(^:^7;^5:K(^!l. PBR322. pBR325. pU 
C 1 2^ pUC 1 3 ^ rfJlga .tUXpBT Vector^ pTRG Vector (Stratagenethjgi) 

if) . ffl^®S5l5>^7;^^K(^J. YEp24. YCpSO^c^) . X yr—^^fi.}^(n>^'^^'r^)-^y 

O^lfc, pAl-ll. pXTl. pRc/CMV. pRc/^RSV, pcDNAI/'NeoJfeifj^SffiV^fe) 

ixSo -^fc. ^nM\zM'M^m\^hM-f'y^^Yh\JX. pUBllO. pTP5. 

pCl 94/^ if ;i5^{f e>ttSo 

-a-f*. trp:/'i3^— , lac::^i3^— iS'— . recA:/i3^— . X PL:/n^— , 1 
SPOlT'ci^— , SP027'ci^— . penPT'n^— i5?— /jiif;&S^(f bnSo * 
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fc. '(S^mmmm-^h?>m^l'i. PH05->^n^— ^5^-, PGK:7'n^— , GAP 

[0043] ^m-^^^—l-i. «ai^X.S^{t(-oV ^-C<Di^V ^^-r$<DM.^d^^-^^^^^n— 

;!t7— , ac>'x^:/i^— , ^K-^'y^l^^^if'yif-i-J'l'^ 33^yA#^JPi/^-^/V, SV40^ 

et'i:lilSI5^i-5^^5$>s), ^^tKn||^5g7c©m(£ilT. dhf^:B&l5;i-5^;JS$,5 
) Jte^^ [p<y M^^-fe-h (MTX) jiM4] . ^im^'ylym'i^MB.'i' (^T> Neo'i:lil& 

^fciy^-T/^^mm^mu-r^o m^mm^^^y:t.]}iiTmMX':h^m^n. phoA-i^ 
s-e*>5#-a"{i. MFa -v-^^/na^j. suc2->':?''^-/V'iB3?ijj5Jt\ !g^^ita;05«, 

i^3isfBl!a-cfc-5#'^(c{*, ^>'^>'^y>'•v^•:^/^gB^J. a-^'y^—y:tiVi:yi^^i-ju 

[0044] *fc. :$:mm(Dmm^^yHa^. ^^-<^i5'— Sr^m^iirSOfCiib/c^g^^flaSr 
^i;t-ObJ:v\ ^^JisBISirb-C}*. ^J;tf*. ig^^^ (streptococci). ::?'K5^^m(st 
aphylococci) . ^i^Xaii; tTM^ (Escherichia coli) . :^M^:?'h^"t;^MM (Strept 
omyces) *3 itJ^fe:^® (Bacillus subtilis) ti}f(DmMWiS^ ] MM. T^^^/V^^/V^ 
m (Aspergillus) fj:if(DM'^^mS^ ; Kny7^7S2 (DrosophUa S2) *5 j;t^;^7K KT" 
f^^Sf 9 (Spodoptera Sf 9) J^j^ifOS iUNBiia ; CHO. COS. HeLa. C 1 27. 3T3. 
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BHK. HEK293, ^^:^(Bo^ffs)m^m.mf!^iSX1Jl^SLm^nWJ:}£(DWi^f^m•. 

^jNBflatb-c. xm-tvKi-i. mmmm. ±mmmm. ^M^mmm. m%mmms^ 

[0045] ^^-<^^—(Di^^mS^^<DMAft. Davisb. BASIC METHODS IN MO 
LECULAR BIOLOGY(1986);Sambrooke>. Molecular Cloning: A LA 
BORATORY MANUAL, ||3jig. Cold Spring Harbor Laboratory Pre 
ss. Cold Spring Harbor, New York (2001)Oct5^<C. #<<?3^2pl^'fclli^ 

/l'-y^J>.hy>:^y^i^i^B>. DEAE-x=3{^>^h7i^lK:/M-^>';^7a:^i^3i^, -^yf-Jru 

[0046] m^<omm\t. ^^<^a^^{c:^&D-ciiS5bTfirx.f^«tv No m^(omm\t^mz. 

^-^^-^^-y;*— . ^T^K^, :itJ-^-fl^. :^S*fix ^<i^-(^yammWi:if(D 

m^t-^^^iy^j^fj:i£i>^hifhiti^o \^^v^m. ^m&rnm 

?>m(Diti-m^mmt\.xmmi^i-i. mm=^^:^s hv^h^. :^(Naci)^tfLB^ 

^yzfu}::'/i^l-'f-:t-&-I>-:ff^^hi^h^<D^otmmm^mML^XhX^\ 

}:^^zxm^y.^mw^M:k.^o '(s^t^^<^^i-:^mm<Dm^. mmnmm3o-4ox: 
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[0047] !^±i!)mm-v:^^mwmmw^mmir?>m. mmtx^xi^. m^.}^. Burkhoider 
[0048] *fc. m^7!)^MiAmm-^fci-imAxh?>Mmm^i^^mi-^^. mmt\.xi-i. 

Grace's Insect Medixam (Grace, T. C. C. , Nature^ 195^ 788(1962)) 

[0049] m^iiimn^mmx^^mwm^i^^m'r^^. mmtL.xi^^ mK.\-£. m5-2 

0%OJi&j^^jfiLW>Sr-^tpMEMj#Jfi, DMEM^ffi, RPMI 1640i#ffi(The Joxir 
nal of the American Medical Association^ 199^, 519(1967)) ^ 199^ 
(Proceeding of the Society for the Biological Medicine n 7 1(19 
50));5:irdSffiV>^>^T^„ pH«|^6-8-Cfe5ii/6W*bV>„ J^^{*ii^jf!t)30-40 

•c-es!^i5-6o^ra^f v\ !i^mi^!t^cxmn.-^mw^MK.^o i^tn^^mcf^^zx. c 

2 

<Dmiii^^^mK.^xt)iz.vxh^\\ m:^i-£. ^mmi(D^^yHa-i. ±.w.<d^'^^<^ 
tvx\t. ^ma^fM^mmKm^^mfi:. m^mn. nytmn. m^mm. n 

mmmm. m^mmm(Dfz.ib(Dmm^^mx.^x=yic\.xhx\^\ 

[0051] (3-2)KPNAl^NF- k BiKDnKi^mcDm^M^^mir^^^yh 

KPNAl^iNF- K Bii(D^Ki^m^^^'r?)^iyh(Dm^ia-i. _h|BPKC 0 *3J: 
U5KPNAl(^i^^-^t?-fr{c:^X.T. KPNAIRXJ^NF- KB^m^^^o irfj:t>-hs 

^m<Di^m^^yh<Dm<o-mmti.x. KPNAm^^pmt. ^p-nBrn^^prnt. 
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KPNAia^NF- K Bb<r>i(^'S.^m(Ol(k'&^WLt^'^t^. KPNAl^NF- k BtO+i 

m'^mmmm^^m't^^yvti^m^fhMo 0*uv^-?^^^i:ur«. kpnai 

[0053] ^Jfe^l : PKC Q ^KPNA10^B5:f^ffl<^«?*f 

:/lf>i<j^-a'l^:i^(in vivo binding assay) Sr^MbfCo 

[0054] 1-1) PKC 9 (Dm^Wimmm.^mf'7^^\^<Dmm 

fchPKC 9 a)T^/^Ba5^J (National Center Biotechnology Information: 
NCBI ; T^-fe5/v'3>'##NP_006248) Sr^— K'T'ScDNA}*. th'n'l&iScDNA 

(^:fj=7yu:^^) ^mmizpcmn^^ti^x'om:!. pcRfc^v 

^-Y-v— . theta-Nttheta-C(Dia^lJ{*, Sa^J^<DiH^J#-^ltgH^J#-^2lC^tl/ 

^^^^i-o #fettfcDNA»f>H-5r. m%m!mmm^mm^i!^^-. pcdnas. i/m 

yc-HisBdnvitrogenttlSi) iJlJf Ab^Co rtLl^J;*), fchPKC 0 C^feifgmyc-Hi 

s^i^mm&Misir. pkc 0 -myc-His) tuT. mmMi^ms^pHx-m^^mfi 

PKC 0 -myc-His/^pcDNA3. l^i^Ml^tCo 
[0055] 1-2) KPNAI (^nt?LW)i^*iaiia^m:?'^P«>5:KO«|| 

thKPNA10T^/^gB2?y (NCBI ;TiJ'-fe5''>'3>'#-^AAH03009) Kf 5c 
DNA«:. t^il^^lltcDNA7>l'7'7y- (^;&7^^-f:i-ttaS{) S^^{CPCR^IrfT5^i:l-J; 
«9#fCo PCR{c:ffiV>fc:/7^-^— . KPNAl-NtKPNAl-C<DgB^J{i, gB3?iJ^<7)BB 

. pCMV Tag2C(Stratagenetl:M) (Cjf AbfCo ^tb{Cj;!9. thKPNA 
1^> N7(c«FLAG^i/#AP^e«(£J^T> FLAG-KPNAD^LT. BtfLllji^JNBlia 
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[0056] 1-3)PKC 9 ^KPNAl<D-i'^t*7i^^|^'^t^^(in vivo binding assay) 

ilhm!^^m^M<Dm!^WliEK293TmS^i^. ±m?^m-:^'7^^h\ PKC 0 -myc 
-His/pcDNA3. ltFI^G-KPNAly^pCMV^hT^:^y^^iy3:^^:zti^i: 

[0057] *-f . 4X 10''^(^HEK293TJNBJ!S^6cm dishfdfcSb. 37'C/5%CO #^tT 

2 

i^X—mi^^^. FuGENE (Roche DiagnosticsthM)^fflV^rh9V;=^73ii^i>'3 
>'^tfofCo ^(D^, 2Mg-foOPKC0-myc-His/'pcDNA3. ItFLAG-KP 
NAl/pCMV(jja^-^t3-frl)*3a:t>\ lttt=i^hn— /Vi:U-C. 2Mg-f ot^pcDN 
A3. l//myc-HisB (^^tJ^— <D^) tFLAG-KPNAl/pCMV(Sfl^^t?-&2) <D 

[0058] b^i/;5<.7a.iJ^V3>'#, 37'C/5%co #^ETT-$^(-2 0 rfli^*i-§r^{;iJ;«9i@ 

2 

>«r<DMeK^^iai^-e-jg6<)l;:^^$-^fc:o ^SfcV^-C. *fflJ!&^7k?^UfcD-PBS (Inv 
itrogen^tiSl) {Cj;«5gfe#-=^. 0. SmlOCeU Lysis Btiffer(20mM Tris-HCl, 
pH7. 5/ 150mM NaCl/' ImM Na EDTA/ ImM EGTA/ 1% Tri 

2 

ton X 2. 5mM sodium pyrophosphate/ ImM jS —glycerophosphate 
y ImM NaVO/ 1 /x g/ml Leupeptin/ ImM PMSF) tCl^^^b. tK^ 

3 4 

30i$^mwcm.uto ^(D^. i4krpm. io:»-^. 4'C(Dm'L^cx^±m^mm^. mm 

*itii?S^#:^Co UliDlbfeJNflJiaiAttlS^lCllO/zKZJagarose conjugated normal m 
ouse IgG(SantaCruztfcM)^;!lDXL, 4'ClC-C305>ra»J«SfPb/c^. iS'L^Cj;*) 
iW^HUIXbfc (Pre-clean) o 
[0059] ;i<^±?tlc:iOMl<^anti-FLAG M2 agarose affinity gel(SiginattM) ^^P 
X.(FLAG-KPNAl<D:fe^et|^) ..4'C{C-C2B#F^^#J^fp^SrfTV\ iSiiL>lJ:-CT;;{fa 
(agarose) ^iHlllXUyto ^btCagarose^O. SmKDCell Lysis Buffer(J:-C4|lI 
m^l^tc^. SDS sample bufferSrJPx.. S^K^Ir^^&^x ±«iSrSDS-PAGE{C 
T^^Uy^io ^FLAG M2 ^y'iJ'n— :?-/V^^(anti-FLAG M2 Mon 

©clonal Antibody, Sisma^±m)^^^^ti^^:^i^>-^^^yy'^>i^^ (Western 
blotting) iCit), FLAG-KPNAl;6S^fe^^t|%$i^-CV^S;l^^^KIWLyto c- 
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Myc^y^C2—:^/^^n:^^:(c—Myc(9E10) Monoclonal Antibody^ SantaCruz 
^±M) ^>ffi V >fcWestern blotting ICiOPKC 6 -myc-His;5S^etb-CV ^^^^^^ 
iJbUifeo -^^3% ^ttl{"±ECL plus western blotting kit(Amasherm bioscien 

^rfflij^»^ (WB ;myc) FLAG-KPNAl;5S^^tt|^$tbTV ( 
^Sl)o feffill^W)^(WB;FLAG) fi. FLAG-KPNAl^^itl^'t^i^tiCX^. 
PKC 0 -myc-HisdS*JtU^rt^;^i-(l/— Vl(O^N])o Jfe^S. > 

[0061] ISIl^&'fKlJ^lb^Canti-FLAG M2 Monoclonal AntibodylC<t5 Wests 

m blotting) ^;l;g^'t"J:9^^:^iffi.^-^fc>■ti:l. 2*t3:FLAG-KPNAl{J:^i^-t"S^-^>' 

"C. Slfellll^tb^feCc-MycOElO) Monoclonal Monoclonal AntibodytCj: 
S Western blotting) {^.m-tX^ i^. j^^-^t^iirl lC*3V >-CPKC 0 -myc-His 

LAG-KPNAl;OSjjsHJiartt?PKC 6 -myc-Hisi1g'a'#:^Sr?|^J^b#tttbfc*:^^b 

o 

[0062] mMm2 : PKC 0 {;:J:SKPNAiy V^'fk(;5<4?*ff 

PKC 0 tl<iPNAl(D^Ki^!^^^VUM^tlti^t^^^K.. KPNA1;6SPKC 6 (D]}> 
mitmMtf£^y!)^t'^7!)^^mmir^tctf).^>}^hT^ V>mii:mm(ln vitro klnas 
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e assay) ^mSU:fe.o 
[0063] 2-l)PKC 6 \ZX^V:ymitmm(Dmi^='>'hn—/]^)6XX)^mi^='l^hv—/^ 

PKCe<Dy:x^'ft:SKi:b-CttMSN;iS^^-C&5(Salvatore F. P. et al. 
, (1998) The Journal of Biological Chemistry 273, 13: 7594-76 
03)o PKC 0 lZX^V>^'{[:mflk<Dmi^='>hrJ^/^tVXm\f^^fci!f>. thMSNS 
}^M(^^%WimmS^^^-:/y:^^h\ MSN-V5-His/pcDNA3. Kinvitrogen 

nm)^mmvtio :itn^^^mm\Hx\ MSN^c*isv5-HisiS'i/#;!jpsfiK(j^i 

T. MSN-V5-His)^b-CBS.$-1i:6:i^/5Snrtfe-efcS„ 
[0064] — l^tt^^-hti— /ViiUT^Luciferase^^fflbfCo Luciferase<DPi^l&#JJNB 
S^^^Zf9:^^}^tLrXnpCMV Tag2 control (Stratagene^tM) ^SrfflV>yho ^tl. 
\^X^m!i^\*^X\ Luciferase^N7feiSFLAG^i/#;!jPSe®(i!^T. FLAG-Luc) 

[0065] 2-2)'l'>'t:'hi3 Ul^nkitM^iln vitro kinase assay) 

SK^?JfS^fiM(FLAG-KPNAl, FLAG-Luc, MSN-V5-His) (ifi^T*^ 

[0066] *-r. 4X 10*{i<DHEK293T^JiS^6cm dishtcficffib. 37'C/5%CO #?ST 

2 

fC-C— Bfej^^^, FuGENE (Roche Diagnostics%t®[) ^M^^XhT^^y^i^^iya 

i^^nofco hyi^^y^i!^-y3:^vtzy9^^h'r>NAU. flag-kpnai/pCmv, 

pCMV Tag2 controU MSN-V5-His/pcDNA3. I^^tl^tl2 ulT^Xh 
"ho 

[0067] b^^'y^^cctJ^i^aV^, 37'C/5%CO ^^TX:^hiZ2 B F^Jt#i--5::^(Cj;|9j@ 

2 

>«r(DSeW5r^JI&f^T— ogWl-^^^-ltfCo ^V^T, Wt:7l<?^bfcD-PBS (Inv 
itrogenH:jil)tCj;«9J5fe?^#x 0. 5ml<^CeU Lysis Buffer (20mM Tris-HCl, 
pH7. 5/ ISOmM NaCl// ImM Na EDTA/ ImM EGTA/ 1% Tri 

2 

ton / 2. 5mM sodium pyrophosphate// ImM i3 —glycerophosphate 
X ImM NaVO// l^ig/ml Leupeptin/ ImM PMSF) M^^U 7K»t^ 

3 4 

so^mni^tco ^(Dm. i4krpm, lo^m^ 4x:<Dm'b'izx'o±m^mi\sLi.. ms^ 

^Att|^Sil^#fCo IeJitXb^c:*iajiai*ttl?^lC10/il<7)agarose conjugated normal m 
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ouse IgG (SantaCruz^±$li) 4X:iZX30^mm^mmUt^. ji'L4Cj:«5 
± W^milXLfc (Pre-clean) o 
[0068] C:0_b^lCFLAG-KPNAl^ FLAG-Luc(D#-^{i, 10Ml<^anti-FLAG M2 
agarose affinity geKSigmathSSDSr. MSN-V5-His<^J^'8'fi, 10^ l(??anti 
-V5 agarose affinity gel(Sigmatt®i)^;(«l;t. 4•C^^:-C2l^raffel«^SfP^ffV^ 
. ]^>ij»{rTagarose5rlHll|XbfCo ^blCAgarose^O. 5ml(^CeU Lysis Buffer{;i 
-C2lHlj5fe#-Lfc^. kinase buffer(25mM Tris-HCl pH7. 5/ SmM j3-gl 
ycerophosphate/ 2mM DTT/ 0. ImM Na VO / lOmM MgCl ) iZ. 

3 4 2 

[0069] &.±.(Dmm^X^ mU^tltcmnm e ±|Ekinase buf f ertCATP 

^10 /X M) , MnCI («:i^^g^2inM) , phosphatidyl serine {MWM^50 ix g/ 

2 

ml) . diacylglycerol (S:^iS;S5 n g/ml) , phosphatidyl glycerol (S^jS-K 
O. 2ing/ml) . *5j;i/5 m Ci<^ y ''p-ATPSr;!lPx.fcS;S?K24. 5 u lSr;(lDX.. HJJl 
m»KC0 (Upstate|±$!i)^0. 5/il(3^300ngt::+BS)^*P;tfCo vltbSr30'ClC 
-C30:9'WSf£:$-*. SDS sample buffer^lr*Px55)-^^^*Ufc„ 

SDS PAGE{^j;<9:9-il^. y/i-^Xj^7^/i-Aici^3feuy v^>fk$tvyt»««^M6^ 
/i^-<>K<^ WM^^ ttl Lfco 
[0070] ^Oi^M'^|l|2t;i^'ro :^fcll|5(C(*. lll2C»^l!)^(D-g|S(DM^|l|^^-ro l^tt 
ai^hci— /V-efeSMSN«, PKC 0 iJli^yi^^-fb^ttCfi^^^^) . 
— /V-efc5Luciferasefi. PKC 6 tCiljy^^'fb^tvrW^V^ :z.<Dm—^WT\Z. 
*3V^-C. KPNAl^PKC 0 {cJ;t9!;v^^b$tL-CV^5(SM«9^^)„ :^PP{iP 
KG 0 (Dg By^'^'fb^^UT*^!?, m(DMm\Z.^\^tzMcmi.'^^m.'^--:^—(K>ji^ 
^^*X'fcS(^<ikDa)o 

[0071] *-rife:-coix— :^{j:*mutpkc 0 © i ^T^mity<^i^vi)mm^fiit. i^^m. 

^^^S^«^62kDa)i<l:^^^, ^!|^m(^S-^^tt/5^??ft^$*V^Co ;i<0^#Tt-*5VN-r. K 
PNAloyi^^'fb^^i^K(5>^=-**iJ63kDa);J5|^|^$;}X^C„ ;i<Z)wt/5^b. KPNAlfi 
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PKc 9 (Dv>mitmw-^'h^^ti!)mm^tifco 
[0072] mmms kpnai <bNF- K B(Dms.ip^ (om^ 

-^lyl^-^f^^^^dn vivo binding assay) ^rHifebfCo 
[0073] 3-1) NF- K B^m^ir^p50RXJPp65(Dmm:^'7:^^h*(Dm^ 

hp50{*. *:|J]l;itffSg^-efcSpl05(NCBI;T^i?5/iX3^^#^AAA36361) tLX 

»r$tu. p50^7fe5r^:6S^e>tb-CV>5o 
[0074] l:hp50(DT5y^ga^J<Sr3— Kf ScDNAfi. th#*&i5cDNA7-d'>^^y— (^S';*^^ 

-r-^— . p5o-Ni:p5o-c(;5SB^ij{*, nmm(Dmmm^5t^mm-B-6\z^ti^tim 

J'.C*5p50-C<Dga^Jf:i, pl05(D436#@<©^^:r^V(ATG)(D#lc:iji|-Jh=3Ki/ 
[0075] thp65<Z)T^y^BB^J (NCBI ; T^-fe5/i^3>'#-^AAA36408) ^=i— Ki-^cDN 

mtCo p655l#(^fcJ?)PCRtCffiV>fc^^^-^— , p65-Ntp65-CCDiB^J{i, @B^J 

S^^^m^^^—. pCMV Tag2A(Stratageneti:®l)lJ:-?:tl/-^*ixjf Ab^Co 
{CliO. fchpSOiSr. N^$SgmyciJ'^#ilDl[e«(i^JlT. myc-p50) tLT. *fcthp6 
5^. N*iSmyc^i/#APS (i^^lT. myc-p65) tL-XV^%m<^MS^l^-Cm^ 
Rrtg^.^^7;^5h\myc-p50/pCMVtmyc-p65/pCMV^{tKLfCo 
[0076] 3-2) KPNAI tp5043J;T>*p65<D-f>'tf;K5^-a-^l|^ (in vivo binding assay) 
4X 10'ffi<?5HEK293TjisHJ}aSr6cin dishtCtScMU. 37'C/'5%CO ^^Tfiir 

2 

— > FuGENE (Roche Diagnostics%h»i) ?rffl V >Th^>^;^73i^->'3>'^ 
ff-ofCo ^O^. 2/igTo(Dmyc-p50/pCMV^FLAG-KPNAl/pCMV(m 
^-^t^-frl) . 2/i gTo<Dmyc-p65/^pCMV^FLAG-KPNAl/pCMV(Jte.^ 
-S"*?-&2)*3j;t>M^14=»:^ht2— /VirbT. 2Mg"r<5<^pCMV Tag3 control (St 
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ratagene^±®i) tFLAG-KPNAl/pCMV (B-^^i^tS) (D3WM(OVy>:^y 
[0077] :^^*5.m^'a-t?-fr3(Cl^ffiLfcpCMV Tag3 controUi, LuciferaseSrN^Jffim 

yc^^mm&m&rf^ myc-Luc) hvx^m^^^z.ti)^uswmm-^'7:^^v-(^ 

[0078] V'7>:^yzc^^^B>'4k. 37'C/'5%CO #?5ET-T?^^(-2 0 f^1^m-^^^t\Z.X.W 

2 

>«r<DSfi«^*fflJiai^-e-jii6<Jtc:^m$-tirfc„ ^V>-e. *fflflS^7X?^L/cD-PBS (Inv 
itrogen^±®i) lCj;?)l5fe#-=^. 0. SmlcDCeU Lysis Buffer (20mM Tris-HCl, 
pH7. 5/ 150mM NaCl/ ImM Na EDTA/ ImM EGTA/ 1% Tri 

2 

ton / 2. 5mM sodium pyrophosphate// ImM /5 —glycerophosphate 
/ ImM NaVO/ iMg/ml Leupeptin/ ImM PMSF) fCll^^U tK^^ 

3 4 

^O^mWiUVr^ ^(D^. 14krpm, lO^^r^, 4'COi@>i>(;iJ;!9±M^lHli(Xb. jNB 
iiaatii?&^#fc„ laiRbfc^iatttli^SJJllOMK^agarose conjugated normal 
mouse IgG (SantaCruz^hM) Sr*P^. 4'Cj;CT304)>K^jm?Pbfc^. jg^C-lCj: 
•9±^;^lHlJt2b^ (Pre-clean)o 
[0079] r<^±^{c:iOjulOanti— myc agarose conjugate (SantaCruzttM)Sr>!jnx.( 
myc-p50. myc-p65, myc-LucCD:fe^it|^) . 4'CtC-C2^Mtel@J^fP^ff V^. 
j^'L-«{C-Cagarose^lHll|XUfCo ^blillAgaroseSrO. SmlcDCeU Lysis Buffer{CT 
4m^^Vtl^. SDS sample buffer^iPx.. 5^miH:B^. ±mtrSDS-PAG 
ElJ:-C5^ilL:feo -?r<D#, c-Myc(9E10) Monoclonal Monoclonal Antibody ( 
SantaCruz^±M)SrfflV^:feWestem blotting myc— p50^ myc-p65, myc 
-Luc;d5:fe^ttl^$tb-CV>S^^r^, *fcanti-FLAG M2 Monoclonal Antibo 
dy (Sigmatt) ^ffiV>/cWestem blotting{;lJ;«5FLAG-KPNAl/6S^^tbrv^S 
:6s^^ttibfCo ^tUfiECL plus western blotting kit(Amasherm bi 
osciencesthSS) ^^F^Uto 

[0080] ^(Df^^^msiz^-To msia-i. &:^2^(Dmwm^^i.xi3^. ^^mm^is 

|i|3<^:feffilJi*«}^OU— i/l*3j;tl?20-fPOm^|g|^^-ro 
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^{l!l^S!l^(WB;myc)(i. 1/— Vl-Cmyc-pSO, V'— V2-emyc-p65, U—>3 
T'myc-Lucj5S:fe^efc|^$tvrV>5^^^^i-(V'— VI, 2. 3lC*3(t5#^Sl)o tE 
<B!l^»I^(WB;FLAG)«. 1^— i^l-ef^myc-pSOSr^^etl^f 5^^{:iJ:?). 

[0081] ia3;&{B!Ji3clll^(c-Myc(9E10) Monoclonal Monoclonal Antibody 

(CiSWestem blotting) {J:;5^-t-i5lJ:, B.^^i:>-^U 2. 3lC-?rtb-=?tbmyc-p50 
(^^^a^St52kDa) . myc-p65 (5)-^^fi7^65kDa) . myc-Luc (5>-7-*J^62kDa) 

|ll3:fc{Ba^S)'^(anti-FLAG M2 Monoclonal Antibody lc:j;SWestem bio 

tting) i«i^-rj;5ic, m^'g•^^■^l*5iTJ'2^^l*3v^-cKPNAl^i^■r5^^>•K(5)'^^ 

*J^63kDa) ;6S^ttJ$4^rv^5o *fci^t^3Vhi3— /v-efe5m^'a'fc»-lir3lc*3V>r 

« , KPNAl^B ^ VK (:9-^^*J|!^)63kDa) /S^;^ tti^^XTV V^V \ :itb«:FLAG 

-KPNAl ;55^JiSrt-emyc-p50?ieibT>*{c:myc-p65i!lS'^^^?^^b-CV ^S*§r^ 

[0082] |llt^J4 rKPNAloy^'^'fklCiSNF- k B<D^^mi^(D^Wi 

PKC 9 (cJ;9KPNAl;6syi^®?'fb$tt5i^-e. NF-KB<Dm^fSi^7i^mW^^i1^ 

[0083] 4-i)mmun 
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4-1-1) w^jNBiia 

T:y-fe-f {^f* . ^^^jl^iUrjurkat, Clone E6-1 P 
^^^fcM. ^Tjiirkatjjffli}a^BBi-)^^ffibfCo JukrkatJiSfflflSfi. th^14&lfiLi^* 

tJHHSS-^. PKC 0 . kpnai*5J;t>*nf- k Bfi^murv^^o 

[0084] 4-1-2) fSi±mPKC 6 ^3 j;t>*^?£{4MPKC 0 (Diii?Lft«^JisfflJIS^^:/7;^^K(Z)« 

m 

/v/jj^*(^j}g«p<.;,-fe:^t?^-;6SfatiKp<-ri^{^Ji$'^i-s:ii{-J;«9PKC 0 fi« 

m^mmtvxfBmt^fitc^mKfi:^.Tmmf^mt(Di^i^-r/v7imm^tixn< 

o 

[0085] PKC 0 706T^y^a«^>b''i5>55. '^SK^*|grt<^148# S <DT7-V^i5^ 

r<D^MSrj^oPKC 0 (iJAT. PKC 0 AEtm-T) «^ ig^W{cy>'®?>fb^^i:bT 
Si4>fk$^X-CV>;5o -Slfe. PKC 0 AE^ag|ltI^m$-l3:fcJurkat^Jia-t?tt, ^i^^li 
/it*<^$lJ^^;|jPx./c^<X^i. lI.-2(7)^^m\±^\^7!)m^^^t7!)^^htlX^ (Molec 
ular and Cellular Biology 1996 Apr; 16 (4) : 1842— 50. )« 
[0086] PKC 0 (D'^r'^— ^K;><-l'i^F*3©409# i (T^D v?i^^T/l^=2|f=>{^^M$-l3:5i 

p(Dyi<L(Dv:^mm^. v>m^t^^mmnm7i<.mmiz.m\^'r^^i^m^mfti.xy^^ 

^(Dtctb. :i(D^m^^^PKC d (KkT. PKC 0 KRtSE-r)T«. ^Mi^MLX 
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Molecular and Cellular Biology 1996 Apr; 16 (4) : 1842-50. )« 

[0087] PKC 0 KXmPT^Aim>m^\:.^inX\i^^i)mt. vi^m^t^tixv^ 

[0088] PKC 0 AE*3 J;t>*KR<D#^3^^^;^$K(Z)f^Si{c:f*. ±mmMmi(D rpKC 0 i:K 

PNAKD-^rvtr^Kf^-a-^i^J JC^fflbfcPKC 0 -myc-His/pcDNA3. l^ftJffiU 
fCo m±MPKC"^'y>^<^M^=i—Vir?>DNAMV. QuickChange Site-Direct 
ed Mutagenesis Kit (Stratagene%t:®^)^fflV^-C^M^^Ab^ T^y^SB^J 
(^148# S (DT^:=^i/^i//Vi5'5>^(c:VNtvfctj<^ (SIT. PKC 0 AE-myc-His/ 

PCDNA3. itmi-).h^\^^n409^n(D]}i;>:y^T/i^^=^:y{z^mvfc.h<D(SJ<T 

. PKC 0 KR-myc-His/pcDNA3. It^ir) (D2m^i^MLtlo PKC 0 AEOT 
?y^Ba^JtrBB^J^<7)iH^J#-^9(c, PKC 0 KROT5y^Ba^JSrBa^J^<Z)BB^J# 
-^10{C;^i-o 

[0089] ov N'T?, PKC 0 AE*5 j;TJ«KRSrHif Lt!ji^^i}Srt-CJ:«9^^Lr^m$-1i:Sri^ 
Se^ibr. ^m^i^^— ^pcDNAS. l/myc-His;5^bpCI-<i5'i5^— (Promegath 

Abytit^^<?5^^^J;9^^;6^oii5W'^/V'/j:^^t^(c:-r;5r^;$stt}*5„ PKC 0 AE 
-myc-His/pcDNA3. 1*5J;TJ? PKC 0 KR-myc-His/pcDNA3. 1^$!IPS^ 
^Kpn I^Pme I-e*QiS-t-^:iitCj;<9. C7^iSmyc-Hisi57i/{t#<^PKC 0 AEfcS 
V^^i KR^3— K-r5DNA8lfit^^tU^tl.fl3i^b.pCI-<i5'iJ'-<DKpn l-^4htP 
me I1^^hora^c:jSa^3i^fc„ rtblCi«5PKC 0 AE-myc-His/pCl5febT>*(J:PK 
C 0 KR-myc-His/pClSr#fc« :itl%:m\f^XCm^\Z.myc-His^^ii^m^\^fcP 

Kc 0 AE^^xmR^jurkatmmp^x^n^n^m.^'\ifco 

[0090] 4-2) hT^^yztL^-yal^iSXXJ^l^^—^—T^y-^-f 

NF- K B(Dfe^¥Mtt^ttl>ffil/xK— 7'7;^^Kttx pNF- k B-Luc (Stratagen 
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K B;^S^^f£^4'^kH^=-^b■C#<fc^?)^C^^^^S/,C:tV^^>i^— IH^J (5'-TGGGGAC 
TTTCCGC-3 * ia^J#-^l 1) ^SHIi^tJjgb-Cif A^tbTV ^St>(^T'feS„ irf^t^ib 
, WaK— iJ'— T'^i^^KpNF- K B-LuclC«, NF- k B^SJjg-g-f-SBB^JIfP^ (NF- /c 

•^m^^^m^T^^^fvxi^^o yi^^/wviyya^y—^^mmm^rifiit. nf-k 

o rtla5^2p^;bTphRL-TK(PromegattSi)^^^fflUfc„ 

[0091] KPNAi(Dm%mwm!i^fH^^-^'7:^^m. ±farpKc e ^KPNAio^i^i^jj^ 

j^-a-Ki^ J K-^m b^ciFLAG-KPNAl /pCMV^^ffl bfCo 
[0092] *^c. h7:/>^73i^v'3>'i-5^<Di^DNA4^'^ip-fr-5fcie). PKC 6 AE-^KR^ 
M^iitP*^ V ^fcpCI^i^t?— . fcSV Mi KPNAl SrSrjffi.^ ii tf O {Cffi V ^fcpCM 
V Tag2^fflVNfCo Jfe*3. NF-K B{*^Jiai-I^^E-r5t>(D^frJffib/Co 
[0093] lxlO^{@(^Jurkat^Jia^l2'>3:/l':/U— hiCiScaU IB^feit*^, FuGENE6(Ro 
che Diagnostics|±Si) 3 fj. l^^\^^Xhy>:^y^^iy3>^^-ofCo Vy>:^y^^-y 
3V{CfflV>fc>^9J?^^KDNA{4, pNF- K B-Luc^l90ng> phRL-TK^lOng. PK 
C 0 AE-myc-His/'pCI*>5V^f*PKC 0 KR-myc-His/^pClSr400ng. FLAG 
-KPNAl/pCMVi:pCMV Tag2Srfet?-^-C400ng^:U. -^ffl n gi:bfCo FLA 
G-KPNAl/pCMVJ*0, 100. 200. 300, 400ngi;!jPx.5a:^^i!)^ii:fCo *fc 
400ng<75FLAG-KPNAl/pCMV^3iO^;l:^^Si:# (i. pCI^jJ'i?— ^Sr400n 
g^IDx.fCo 

[0094] h7:^^73i^v'3>'^. $b{C48^Pfl^^U. Dual-Luciferase Reporter Ass 
ay System (PromegathM) Srffl V ^T, ^fCt^/WVt^^a^^— ^fgi^^lJ^^ W^-ir/W 

y^y—-^m'^XWr^^hXWS.m:%mJ-^. PKC 0 KR-myc-His/ 

pCI^400ng^pCMV Tag2^400ngh7 ct^i^a^byt^OttlE^fiSrl tUT 
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[0095] 

[0096] *-r . y ^^-f bi^i^tbTismbbrv >5pkc e AESr#^-e^m$-fr5^t"t?NF 

i^7!)^^:^tltio *fc. PKC 0 AEtKPNAl^*^m$-fr§^t{Cj;«p> KPNAIO^ 

a*lj:lt-<$^>(^Ji5tJ6. 4^&*-c±#Lfco $b{::^<^^|fef^, yi^^^fbS^^^ur^^ 

tt>fkbrv>5PKC 0 KRtKPNAl<^*B^. /ibT>*^^KPNAl^^^::}3V^-C^< 
[0097] &^±(Dl^m^h. KPNA1[*PKC 8 ^j^-^U. ^^OPKC 9 lCj;t)y>'^'fb$tt§vl 

[0098] i!^±0|^lffe^Jl:d>e>4(^J^:^lc^<5<i:. IL-2(7)|i3^j!&<D— oi:UT. 

•5^^6<jicNF- K Bt^-^i^^mm^. :L(Dm.^m^x-oXT<i¥- K Bum^h^^m 

[0100] gE^J#-^l ; Zfy^-^— (theta-N) 
iE3?IJ#-^2 ; Zf'y^^— (theta-C) 
ga^J#-^3 ; T'^-r^— (KPNAl-N) 
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SS^J#^4 ; Zf"?^^— (KPNAl-C) 
iB^J#-^5 ; 7^7^-^— (p50-N) 
gB^J##6 ; r9>r^~ (p50-C) 
Ba^J#-^7 ; Zf'y^'^— (p65-N) 
iB3?>J#-^8 ; IT'^'I'-^— (p65-C) 
ia^J#-^9 ;PKC fl AEt^T^y^BB^J 
iH^J#-i-10;PKC 0 Y^(DT^jmWM 
iB^J#-^l 1 ;NF- K B<753i>^/N:yi^— la^j 
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[1] PKC e iKPNAli:<^^BSf^ffi^P£Wi-S^ i?V/-?^«<^*BSf^ffl<^PW^Jo 
[2] KPNAltNF- ic Bt(??ffiSf^fflSrPl«-r5. i5'i^^>°i5'®<?5ffi2f^ffi<OPl$^J„ 

[3] PKC e tKPNAl t^bmKi^m -^m^^if^T-C. PKC 0 ^KPNAl tm^it^k^ 

m^mmi^fc^t^^^^fhfcmmit^^^m^vxnhtifc^ pkc e i:KPNAii:(D 

+i2f^ffl«>PI.«Jo 

[4] MSBPKC 0 lS^6<IJ^^y>'^>fbf£tiSr^-r^'^--^-efe5. If ^«3(cSB^<D 

[5] KPNAltNF- fc Bt;&5^:B2f^^ Rr|g/^^fe}:-f -e, KPNAlirNF- k Bt{^W<l^ 

-^i^i^^^-^b*. KPNAltNF-zc BtC0^2{'^ffl;5S>^Cfc;ei^^^>^^^b, 
Sf^.ffl^PWb/c:;i^;{»5^$ttfc^tt'fb'^i^^^4Rb-C#btufc.KPNAli:NF- 
K BtO+iSf^fflOPa^^Jo 

[6] PKC 0 tKPNAlt;6S+B2f^ffi Rrtgj'.C^#T-e. PKC 0 kKPNAlti^mit^k^ 

t^^W'tVib. PKC 0 ^KPNAli:<7)*B2f^ffi;d5>^Cfe3J^;0^^1tSU. *aSf^ 
ffi^PI.*Lfcri:;0S^$4x:fe^M'ft:^^^PM^Jib-C^^I±ii-?), PKC 0 irKPNA 

[7] HtfiEPKc 0 ^s. m^mfj:v:^m^\^fs^^mir^-i-—^x-$y?>. m^m6izmm<D 

[8] KPNAltNF- K Bi:;6S;jl2f^^ nr|g/j;^#-f^-e, KPNAltNF- k Bt^M^k 

2f^ffi^PWbfci^;;iS^$ixfc^tt>fk'a-i^^pa«^JtL-C^mi-S.KPNAliN 

F- K Bt(DnKim<DmmMt:^m'r^:^mo 

[9] PKC 0 mt^UMt. KPNAimi^Unt^t^. PKC 0 <i:KPNAl ^(^+B2f^ffl 

<^P£^^J^^ttJ-t-S=¥5/ho 
[10] MiEPKC 0 ^J^^^;65PKC e ^=^—h^i-^7i^V^:^l^:t^h^^^t^^i^^—Xh'0 

.SiriEKPNAltti^|*i|Sf;e»SKPNAl^=i— Ki-S7l^y^i5'U^f^K^tf^i^iJ'— -c 
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KPNAl#^i^K5N-^x NF- K B^*&K3|Sf^^-^tP^ KPNAl^NF- k Bi;<^ffi2{t 
E^D«D<^^ISlc:*5V>T. KPNAli:NF-K B^O*B2{^ffi=S^iJ|||^6<ji:i-Sr^$r 
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